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Different pathways are dedicated to innovative drugs in France.
One of them, the system of early access has been reformed in July 2021.

What is early access about?

Early access authorization is enabling the early availability and reimbursement of a
medicinal product indicated for a severe, rare or disabling disease, when specific
conditions are met. This access scheme has been a possibility in France for a long time
with the temporary authorization use (ATU) and has recently been revised as part of the
reform of early access in 2021.

What is the reform about?

The goal of the reform was to:
e Simplify complex existing procedures and multiple stakeholders
e Speed up the time to access treatment for patients
e Secure the funding of theses access schemes for drug manufacturers, while securing
financial sustainability of the health care system
* Enlarge real world data collection for innovation in considering them as mandatory as
part of early access programs implementation

Synthesis of the main changes with the new reform on early access

Previous S Nominative Temporary Tempaorary
scheme (el R T T 0 e e Authorization of Use Recommendation of Use
[ EARLY ACCESS to manufacturer request ] { COMPASSIONATE ACCESS ]
MNew scheme
since July 2021

Compassionate access ‘

Compassionate prescription
authorization to doctor scheme to ANSM / ministry
reguest of health request

Actors® to assess b
the request | HAS, ANSM I

¥ Commitment by the manufacturer to file a marketing
authorization application or a reimbursement request

¥ For a serious illness without proper treatment
medicines presumed to be innovative

Criteria to
access

¥ Medicines not necessarily innovative
¥ Medicines with or without AM
*  For patients without alternatives

*Underlined: new actor involved in the new scheme.
HAS : Haute Autorité de santé, ANSM : Agence Nationale de Sécurité du Médicament,
MA : Marketing Authorisation
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When an early access can be asked
within the market access strategy?

An early access can be asked for a drug before the market authorization (pre-MA) or after
the market authorization (post-MA). The clinical development studies of the medicinal
product in the indication considered for early access can therefore be at different stages
of maturity: an early access can be asked as soon as preliminary clinical data reassure on
efficacy potential of the drug while reassuring on the safety.

In which conditions an early access can
be asked?

The new reform defines precisely four eligibility criteria to be filled to grant an early
access. These criteria are evaluated by the HAS, with the approval of the ANSM
confirming the strong presumption of efficacy and safety of the medicinal product in the
case of a pre-MA early access.
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The severity of a disease or its disabling nature is assessed
in view of the medical context based on:
e The description of the symptoms and organ
involvement
e The mortality rate
e The impact of the disease on patients’ quality of life
e The prevalence and incidence of the disease are used
to support its rarity.

Severe, rare or disabling disease

The presumption of innovation is assessed according to the
development plan of the medicinal product and is
compared to the existing relevant comparator(s), in relation
to the resources available in the care strategy.

The classification of presumed innovation does not
influence the subsequent conclusions of the Transparency
regarding the inclusion of the product candidate in the lists
of products eligible for reimbursement.

Presumed innovative nature

In the early access processes, identifying the availability of
right treatments for a certain disease in the market is
essential. Indeed, when a new treatment already has
alternatives on the market, the early access application can
be/is denied.

The lack of appropriate treatment ensures that no other
relevant therapeutic option than the candidate is available
for the patient in routine practice.

Lack of appropriate treatment

The assessment of the option to delay a treatment without
Impossibility to postpone involving a serious and immediate risk for the patient’s
treatment initiation health, is particularly based on whether an adequate
treatment exists or not.

4

Early access pathway in France: all you want to know




—

AFCROs
LES ENTREPRISES DE LA
RECHERCHE CLINIQUE

How does it work in practice?

In practice, timelines and deadlines are more predictable as they are framed in HAS
doctrine and seem to be well respected (for more detailed information:
https://www.afcros.com/publications/). To test the main objections and the probability of
success, interactions with HAS and ANSM are possible for early-access pre-MA request
and worth considering. After the complete application of the manufacturer, the HAS
decision to grant or not an early access will be taken in a delay of a maximum of three
months, excluding suspensions and extensions. Patients ‘associations can contribute to
the evaluation of the early access request by filling a questionnaire which will be taken
into account by HAS. The authorization for early access is granted for maximum one year
renewable.

The manufacturer must make the medicinal product available within a maximum period of
two months following granting of the early access authorization.

Timelines for Early Access Implementation Process in France

Maosm 1 Mosmi2 ManTh 3 ManTh 4 MoltH 5 MolTH 6 Manm 7 Manm 8 MaonTh 10 Man 11 MaNTH MONTHX ..
ST )0 ENED
Pra-daposit Finalization of the EA file Evaluation of the EA file by the HAS and the Preparation and launch of EA1
appointment ANSM
< o :.q._________—r,l_*_,ql_
o Chbtaining the
o - HAS docision L
1
M e - -——————— - - 40
2 to 3 months © daye
e |
3 months
=== s=sss=====ss===s======== ]
2 months after HAS decision - .
Adaptation of the
platform for EA2
fransition
o Request for a pre-deposit appointment Beginning of the file instruction period o First patient treated in EA
(not mandatory but recommeandead) WWith contriburions of potien? cesociotions concerned by EA: early access
Pre-deposit appointment with the disease)
HASIANSM Final decision of HAS
o EA file submission o Start of operational steps (development of the
technical platform)
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What are the documents needed to
develop the EA dossier to be
submitted to the authorities?

There is a template of dossier to be completed in French by the manufacturer for
transmission, via the SESAME platform, to the HAS, to the ANSM (for pre-MA request)
and to the ministers responsible for health and social security as a support of its request
for early access. Of note new data may be submitted during instruction of the dossier, by
the manufacturer or on the HAS/ANSM request.

Constitution of the early access file

Study program
in other
indications

Administrative
and regulatory L ]
information

Summary of
claims for L]
eligibility criteria s b

Information at
the international
level

Indications -
{ Reminder of

B M O

dosage and ™ . -
administration :E\:.:::ing
(HAS/ANSMICT)
Target L () List of experts,
population [ ] L 2 1 patient
associations,
reference
centers, registry
w— Deseription of
D— the 5 criteria L] » @ Economic data
El— ESE
and of the PUT

1QVIA property

Early access authorization is subject to the manufacturer adherence to a protocol for
therapeutic use and data collection (PUT-RD), defined by HAS, in conjunction with ANSM
where applicable, and annexed to the authorization decision.

This PUT-RD aims to organize monitoring of patients and to collect observational/real-life
data in patients benefiting from a drug in early access authorization of a restricted
number of variables regarding: patients characteristics, conditions of use, efficacy
including quality of life (using a patient reported outcome measure) and safety.

If the early access authorization application for a medicinal product is made after the MA
has been granted, the requirements in relation to data collection within the scope of the
PUT-RD may be reduced where applicable.
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Focus on the PUT and its annexes

Information for prescribers and internal use

Modéle de protocole d'utiisabon pharmacies

therapeubque et de recusil de
données (PUT-RD) The drug
- Specialty. characteristics, indication, dosage,
conditions of prescription and delivery

Schedule of visits

- Schedule of follow up visils with all dala collected at
aach visit

L
L

- = — Practical procedures for treatment
and follow-up of patients

- Follesing the pattern proposed n tha PTU-RD
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In addition to the PUT-RD, it is recommended that the manufacturer implement a data
management plan as well as a descriptive statistical analysis plan. Both documents will
be submitted to the authorities to complete the standard file.

The results of the data collection should be presented in a periodic report drafted by the
manufacturer, according to a frequency defined by the HAS/ANSM and following the

report template.

Focus on the periodic reports
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What are the additional
requirements to collect data via the
PUT-RD in France?

Data collected through EAP should be exhaustive and accurate
High quality data with less than 10% of missing data, it can support those clinical
data HAS already has in order to be able to evaluate the drug

According to the HAS assessment doctrine, the manufacturer is
expected to play an active role in data collection input and
monitoring by providing the necessary resources to the medical
teams concerned.

The legislative and regulatory framework of EAP envisages the
Site compensation setting up of a financial agreement between the manufacturer
and site that establishes the terms of compensation for the site.
Indeed, a compensation modulation scale based on the
completeness of the data entered will be applied. This step adds
administrative complexity at site level.

Site compensation

Modality of
remuneration

Commitment of the

various Parties Cost grid

{.ﬁaur{mﬂﬂv \ /FI-IGDULATDH ACCORDING TO THE \ ."/;'r_'hu OF MODULATION OF COMPENSAT _h
= Provide the institution with the COMPLETENESS OF THE DATA

= Total number of 3C ar
electronic platform necessary for the otal number of data expected ove

T the pariod
capture and transmission of PUT-RD Missing data rate Compensation
data * Total number of data collected over 9 P
- Send an annual rF.pnr1 to instituhions ”"‘"’ perm{l {5% 125{:{0
« Offsat the o associate h dals * % missing data over the period
lﬁ_]qflr-.t:r“.{:: costs associated with data 5.10% 100%
T¥PE OF FEE 11-20% 290%
ESTABLISHMENT * Annual fee per patient - f‘*?d"-_’-"“-‘ ) 21-30% 80%
+ The ir!s'lutuhun is committed to _ f;gg":::s;ii follow-up visits / year): 31-50% B0%
ensuring the most complate quality =
and completeness of the data « Annual fee per patient — Sustained 1% or more 40%

follow-up (z 3 follow-up visits / year):

/ \ 500 euros HT / \ /

1aVIA property
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Of note, early access programs are not considered as research studies

Source data verification and consequently are not covered by the French public health code. In this

and on site monitoring not | context on site monitoring by external Clinical Research Assistant (CRA)

possible is not possible which makes the 10% missing data condition very
challenging.

With the same aim of improving data quality, HAS pushes toward the use
of digital platforms with a strong multi-factor authentication to ensure
traceability and decrease missing data for a simpler data collection.

Since September 30th 2022, identification and authentication to all
numeric tools dedicated to the products with early access authorization
should be done via Pasrel/ Plage services implemented by ATIH.

Favor the use of digital
platforms via a single way
of connection

In addition, one of the new requirements in EAP is integration of the
perspective of patients and users in the evaluation of health products
because they have specific knowledge about their disease.

Thus inclusion of a PROM where patient feedback is essential, particularly
in incapacitating and severe diseases, is required notably for Pre MA early
access programs. Patient questionnaire should fulfill the following
conditions: validated French-language self-reported questionnaire,
interpretable and specific to the investigated disease. Failing a validated
specific self-reported questionnaire for the disease, a “Patient Global
Impression Change” type question can be envisaged

Patient reported outcome

HAS wishes to capitalize on pre-existing data and in particular those from
the SNDS (National Health Data System). To this end, it is recommended
to design the data collection to facilitate linkage with data from the SNDS
upon request of the HAS. Database storage on the Health Data Hub is also
encouraged

Potential reuse of data for
research purposes

Under the French legal framework, an operator who wants to market a

medicinal product from and in France should hold an Exploitant status or

partner with an Exploitant. The exploitant is accountable for:

“Exploitant” status « distribution and marketing of the medicinal product onto the French
market

« medical information

« pharmacovigilance

In addition, according to the CNIL referential applicable to the EAP, collected data should
be stored on servers dedicated to store health data (HDS: hébergeur de données de santé).

9

Early access pathway in France: all you want to know



—

AFCRO-s

LES ENTREPRISES DE LA
RECHERCHE CLINIQUE

What is the impact of
an early access on the price of the
product?

A pre-MA or post-MA early access authorization granted by the HAS means automatic
funding by the national health insurance system. The price is freely fixed by the
manufacturer with a complete coverage for hospitals. Some pay-back can occur after
one year according to the observed turnover and pre-established scales. Finally, at the
end of the price negotiations for a standard access to the product, pay-backs can be
asked to the manufacturer according to the net price obtained or a reference price.

In conclusion

Early access program is an innovative process which allows large and fast access to
medicine products under development. Nevertheless, setting up an early access implies
numerous requirements and an important investment mainly from the manufacturer
but also from the site where patients are treated. The time to market access and
needed investment should be put in the balance.

In terms of investment, the strong requirement to collect data with high quality should
be taken into account. It will be interesting to follow in the next years the use of these
data in particular in the reevaluation of the drug concerned.

10

Early access pathway in France: all you want to know




